(TRFL analysis)
A major problem with the leukocyte telomere length (LTL) analysis is that the DNA may migrate at slightly different rates in different regions of the gel. This is due to a host of technical reasons. Figure 1A , B ,C) and then hybridized at 65 o C with the probe overnight in 5 x SSC, 0.1% Sarkosyl, 0.02% SDS and 1% blocking reagent (Roche). The membranes are washed 3 times at room temperature in 2 x SSC, 0.1% SDS each for 15 min and once in 2 x SSC for 15 min. The digoxigenin-labeled probe is detected by the digoxigenin luminescent detection procedure (Roche) and exposed on X-ray film. After scanning the LTL signal by densitometry ( Figure S1A ), the membranes are stripped and re-probed with a molecular weight marker probe ( Figure S1B ). The superimposition of A and B, using the 4 spotted sites of telomeric probe (arrows), yields the image shown in Figure S1C . In this way, variation in DNA migrations in different lanes minimally affects the analysis. The position of each band of the MW ladder (y) a is determined by y= a0+a1*exp (-kb/a2) .
The mean LTL length is calculated as follows: LTL =∑ODi/∑(ODi/MWi), where ODi is optical density at a given position in the lane and MWi is molecular weight at that position. This formula accounts for the fact that longer telomeres bind more labeled probe and consequently appear darker on the X-ray film. 
